treated by the surgeons, so that it was a graceful act on their part to permit a physician to discourse to them on infantile syphilis.
Present-Day Statistics
The tables in this article have been compiled from the Annual returns of the Registrar-General. Table I gives the number of deaths under one year of age in England and Wales from congenital syphilis, meningococcal meningitis, and tuberculous meningitis and tuberculous disease of the central nervous system from the years 1933 to 1947. Two points of interest are shown in this 1918-1923-1928-1933-j1938-1943-22 The snuffles, the characteristic and rather pleomorphic rash on the face and body, particularly in the ano-genital region, the enlargement of the spleen and liver, the lymphadenitis, and the lesions of the bones and joints rendered most of the cases obvious. They were treated in the ordinary medical or surgical out-patients' departments, or in the skin department, to which many of them were sent for confirmation of the diagnosis. Treatment was by the time-honoured drug, mercury, which seemed to act as a charm in many cases. After treatment lasting a few weeks to two months a cure usually seemed to have been effected. We did not realize at the time that these cures were not real but only apparent, and that after a period of latency, it might be only three or four years, or it might be ten or more years, the manifestations of late congenital syphilis would arise in the form of eye, ear, bone,-or mental disease.
At a rather later epoch a species of modified immunity or a communal resistance to the disease seemed to establish itself, so that the infa-ntile lesions became less marked, until we come to the period of the In the 1930's, probably owing to the increasing use of the arsphenamine and heavy metal treatment and to the more prolonged use of these drugs, the virulence of the Treponema again appeared to become less marked and cases of congenital syphilis became less conspicuous than formerly, so that unless the physician were suspicious and the disease were looked for it was very likely to be missed, it might be for a period of months, sometimes even for years, much to the detriment of the patient. Another factor in the masking of cases of congenital syphilis has been the antenatal treatment of the expectant mother. This is not to say that I am opposed to the antenatal treatment of the expectant mother. I may manifest itself years afterwards. Whatever the cause, congenital syphilis is much less prevalent and more benign in character than it was a generation ago, and consequently it is more difficult to diagnose than it formerly was.
Finally we come to the penicillin era, about which I am unable to tell you very much from my own personal experience, so that my evidence on this point must be " hearsay " or " indirect." This era has brought in its train still further modifications in the symptoms and treatment of congenital and acquired syphilis, the end of which is not yet visible. The short term results appear to be very good; but we must wait ten, twenty, and perhaps even twentyfive or thirty years before the late results can be assessed, particularly the results on the cardiovascular and central nervous systems of the body.
Some Case Histories
The following are a few of the cases that have left a lasting impression for one reason or another on my memory.
Case 1.-The first was that of a male child who was btought to the out-patients' department of the Hospital for Sick Children, London, at the age of 9 months with the following history. He was born in October 1916, the first child of his parents, who were not blood relations.
He was a full-term child weighing 61 lb. at birth and apparently healthy. He had been breast-fed for five months and then fed on cow's milk from the bottle. He had snuffles but no rash-at three months. At that time he was said " to lie still in his cradle and did not kick about like other children." At 9 months the snuffles were worse and the child made no attempt to sit up, so he was taken to see a doctor who referred him to Great Ormond Street with a tentative diagnosis of spinal trouble. He was under the care of my late colleague, Mr. Addison, and he was placed on a board on which he was kept for one year and ten months. Because of the history of snuffles, which had become worse during the following months, the child was also seen by my late colleague, Dr. Poynton, and the blood of mother and child was tested. This was " weakly positive " in both mother and child, and the possibility of syphilis was seriously considered; indeed the clinicians had already come to that conclusion and were treating the child by inunctions of mercury.
The father maintained that he himself had never suffered from venereal disease, and a blood test was negative. This was my first year at the clinic (1917) and I had not then realized what I came to realize later, that a large proportion of the fathers of children with congenital syphilis have negative Wassermann tests (Jeans and Cooke in 1930 report it in over 40 per cent. of fathers, and in one series of 123 fathers I found 60 per cent. negative). Being unaware of this at the time I had to try to explain the positive reaction in mother and child, which I evidently did not succeed in doing for the man threatened to divorce his wife for alleged unfaithfulness: in the end he did not take action because a second blood test of the mother was negative, but there was more tragedy to follow. The repeat blood test on the child was stronger than it had been previously, so he was given some injections of neoarsphenamine, after which the Wassermann reaction became negative in about six months and was again negative at two subsequent annual tests. The diagnosis of syphilis in the child appeared to be strengthened by a steaminess of the cornete which appeared at the age of 1 year and 2 months and for which he attended the ophthalmic department for about six months but without any improvement. When nearly 3 years old he was operated on for double hernia; he made a good recovery and was able to walk round the table etc. holding on. At 41 years he appeared to be dwarfed, with a large head, and he said only a few words. He looked like a cretin, and was given thyroid extract for some months. Because he was getting thinner (October 1921) the thyroid medication was stopped and he was given a dried thyroid, thymus, and pituitary preparation. When finally he was brought up to the hospital practically moribund in January 1922, aged 5 years 4 months, he was so grotesque that I could hardly bear to look at him; unfortunately I did not have him photographed. There is no doubt whatever that he was a " gargoyle," though he was not recognized as such at the time. As you know, this syndrome is probably due to disordered lipoid metabolism, which may account for the weak and partly positive Wassermann reactions in 1917 and 1918.
Similar Cases.-Since that case I have seen two others, one in 1932 and one in 1935, both of which were sent up to hospital as cases of congenital syphilis and in one of which the Wassermann reaction is said to have been found positive by the late Dr. Creed. " Very strong positive, 200 units" was his report. After treatment with mercury and bismuthyl injections the Wassermann reaction one year later (also by Creed) was negative. Thus we see that the condition known as " gargoylism" has a place in the differential diagnosis of congenital syphilis.
Case 2.-Another interesting case was that of a girl 6 years of age who was admitted to the Hospital for Sick Children, Great Ormond Street, under the care of Dr. (now Sir) Robert Hutchison suffering from " mental disorder." At the time this mental disorder was thought to have been of very short duration, a matter of three weeks ; but it was ascertained from her school teacher that the child had been mentally peculiar since she first attended school about five months before she was admitted to hospital. In fact she had juvenile general paralysis of the insane with characteristicfindings in the blood and cerebrospinal fluid. She was given energetic treatment from August 1925 to March 1927, a period of about twenty months, which included: intravenous neoarsphenamine, intracisternal injections of salvarsanized serum (twelve injections in two courses), a course of malaria, injections of bismuth and arsenic, and protoiodide of mercury. The result of all this treatment was not (as might have been expected) the death of the patient, but a paper published in the Lancet of Oct. 1, 1927, entitled " A Case of Juvenile General Paralysis successfully treated by Malaria and Intravenous and Intrathecal Injections." At the time that paper was written the blood and spinal fluid were not quite negative, but they became negative in 1929 and were still negative in 1946-the blood after an interval of eighteen years and the spinal fluid after nineteen years. In November 1948 the blood Wassermann reaction was still negative after an interval of twenty years.
The after-history of the case is probably of interest, but is to me a keen disappointment. After havipg redeemed the patient from a condition of raving lunacy and apparently transformed her into a healthy but backward child of seven or eight with a negative blood and cerebrospinal fluid, I now set about having her educated. To this end I had her examined by a psychiatrist at the Tavistock Clinic ; with the aid of several hundred pounds collected from friends I endeavoured to carry out the psychiatrist's advice by procuring for her individual attention, but it was all in vain. Her brain is damaged beyond repair and at the momnent she is a harmless ament. Of course she has to remain in a mental hospital, which is not the future I had envisgaed for her, but she appears to be of some, though limited, use, judging by the commnents of the hospital superintendent who wrote me in January 1948: "E.. . is still alive and doing very well. She works in our laundry and though of limited intelligence (mental age of four) she is quite helpful in fetching and carrying, in these days of shortage of manual labour. Temperamentally she is docile and quite happy, and appears to enjoy institutional life where everything is ordered for her and entertainment in the shape of dances and pictures provided. Though your cure was perhaps a little too late to prevent irreparable damage to her brain, it has undoubtedly arrested further damage. The patient is quite oblivious to the good things that go with a full intellect, but never having experienced such luxury of the mind, she does not miss it. She has her useful place and a part to play in a closed community such as ours and we are grateful for her help, however small. Your cure has therefore from this point of view served a useful purpose." In February of this year (1949), the patient being then 29 years old, the Superintendent reported that " She continues to work in the laundry and is a very efficient ' folder.' She is well behaved and causes no trouble." Case 3.-Another interesting case, * this time from the point of view of diagnosis, was that of a male infant, aged 2 months, who was brought to hospital on account of swelling and tenderness of the upper part of the right leg. The patient did not appear to be acutely ill; he was slightly febrile, the leucocyte count was 8,000 to 10,500 per c.mm., and the blood culture was sterile. There were no obvious signs or symptoms of congenital syphilis and the surgeon in charge of the case was so convinced it was one of coccogenic osteomyelitis that he almost insisted on operating upon the patient. A blood test gave positive Wassermann and Kahn reactions and the x-ray appearance and the site of the lesion suggested that the condition was due to congenital syphilis, although * This case is referred to in Garrod, Batten, and Thursfield's Diseases of Children," fourth edition, 1949, p. 900. there were no concomitant signs of the disease and the tibia was apparently the only one of the long bones to be affected. The condition improved considerably under anti-syphilitic treatment but the child unfortunately contracted fatal gastro-enteritis.
Enlargement of Salivary Glands Among the rarer manifestations of congenital syphilis that I am bringing to your notice, perhaps the most interesting are enlargements of, or other manifestations in connexion with, the salivary glands, particularly the parotid gland. Between the years 1921 and 1938 I came across nine cases of parotid involvement and three in which other glands were affected. The patients varied in age from 2 years and 8 months to 49 years. The condition presented some interesting features. In several of the cases the clinician, either physician, surgeon, or dental surgeon, was uncertain whether the swelling was an enlarged lymphatic gland in the parotid or the parotid gland itself.
One case, which I did not see at the time the swelling occurred, was that of a congenitally syphilitic mother, aged about 24 years, who when three months pregnant developed a swelling over the right parotid reputed to be the size of a " small orange." She told me afterwards, when she brought her baby to hospital on account of its congenital syphilis, that during her pregnancy and when her face was swollen, she had been to two hospitals and that the doctors " did not know what to make of it."
She had no blood test and received no anti-syphilitic treatment and the parotid swelling subsided in about three months. When I saw her with her baby (which was then aged 11 weeks) some hard shotty nodules or glands could be felt on, or just under the surface of, the parotid.
These hard shotty nodules have been a distinctive feature of several of my cases, but it does not help us much concerning the pathology of the condition for they might be lymph nodes in or upon the parotid gland or small gummata of the gland. Three of the patients tended to have recurrences: thus the first patient to show the condition had the first attack at the age of 9 years and 7 months and the second attack eight years later, when it was diagnosed as mumps by his local doctor, who kept him at home for three weeks. His Wassermann reaction had then long been negative after prolonged arsenical and heavy metal treatment. This patient's sister had a similar parotid swelling at the age of 7 years and 4 months and suffered four recurrences in the succeeding fifteen years. This was the only instance in which the parotid swelling was observed in siblings. One patient had enlargement of the parotid when 11 years and 5 months old, and fifteen months later, while her blood was still somewhat positive, she developed mastitis. This combination, parotitis group.bmj.com on November 6, 2017 -Published by http://sti.bmj.com/ Downloaded from localized heart lesion, interstitial myocarditig may be overlooked unless a microscopical investigation of the heart muscle is undertaken.
Aortitis, with or without aneurysmal dilatation, has been described in syphilitic stillbirths and in very young infants by several observers (Melchior, 1904; Wiesner, 1905; Bruhns, 1906; Rach and Wiesner, 1907; and others) . Practically all the infants died within a few days of birth. It is generally believed that in acquired syphilis the interval -between the date of infection and the onset of symptomatic cardiovascular disease is from fifteen to twenty-five years, so if the same is true of congenital syphilis the symptoms and signs of cardiovascular involvement would not appear until late childhood or adolescence or even later. Turnbull (1915) reported two such cases, one in a girl aged 17, the other in a girl of 7. Allbutt (1921) Cowba and Fleming (1911-12) , in which evidence is adduced suggesting that mitral stenosis and renal fibrosis may in many cases have a common cause, and that the cause may in some cases be syphilis.
X-ray Investigations of the Heart and Great Vessels have been claimed by the Beretervides (1923 Beretervides ( , 1925 to be of great value in the diagnosis of syphilitic affection of these organs. An increase, in the diameter of the ascending aorta from the normal 1 to 13 cm. (according to age, from 2 to 14 years) to 1-5 cm. or more being regarded by these observers as a certain sign of syphilis. Although there have been several publications which appear to confirm the findings of the Beretervides, the matter must for the present be considered to be sub judice.
Congenital Heart Disease and Congenital Syphilis. -The same must be said of the possible connexion between maternal or congenital syphilis and congenital heart disease. Browning (1914), Findlay and Robertson (1914) , De Stefano (1920) and others have reported positive Wassermann reactions in as many as 50 to 72 per cent. of the patients and/or their mothers, whereas most American observers conclude that congenital syphilis is not an important factor in the, causation of congenital heart disease.
In my view it is probable that some of the cases of cardiovascular disease in young adults and even in the middie-aged, ascribed to rheumatism or to acquired syphilis, may really be due to congenital syphilis-stigmata such as Hutchinson's teeth, which may originally have been present, having disappeared. Some patients, on the other hand, may never exhibit any stigmata, yet a careful inquiry into the family history may elicit a specific background, such as the father's death from general paralysis or from aneurysm; or evidence of congenital syphilis, such as interstitial keratitis ifn a brother or sister. The patient's serum reaction might still be positive, which would help in the diagnosis of syphilis (but not between congenital and acquired), or the serological reactions might have become negative by efflux of time. Readiness to suspect congenital syphilis and to investigate the history thoroughly are important in this connexion.
Prevention and Treatment of Congenital Syphilis In pre-penicillin days prevention of congenital syphilis was achieved, admittedly with a certain small risk to the mother, by means of arsenical and heavy-metal treatment. The advent of penicillin has enabled practitioners to administer a drug which is non-toxic and over a much shorter period of time than was formerly possible. The dosage recommended for prophylaxis by Goodwin and Moore (1946) is " not less than 2-4 million units in aqueous or saline solution at intervals of not less than two or more than three hours, night and day for a period of not less than seven and a half days." Absorption delaying methods such as oily suspensions are not recommended. The treatment is followed by monthly clinical examinations of the patient including a quantitative serological blood test. In the event of clinical or serological relapse, or if the original titre of the blood does not significantly decline within three months of treatment, the course is repeated. The authors found that the results were almost 100 per cent. successful, and forty-two out of fifty-nine infants were followed for six months or more, which they consider long enough after birth to make practically certain of the diagnosis of " no syphilis" (personally I feel this is too optimistic an attitude). These results in the prevention of congenital syphilis are better, they say, than any obtained hitherto by any method whatever. They state further that there is no satisfactory evidence that penicillin is directly or indirectly responsible for abortion. Lastly, they recommend that in syphilitic expectant mothers penicillin be used as a routine and to the exclusion of all other methods for the prevention of congenital syphilis.
The question whether a woman who has had adequate treatment for syphilis need be treated in every subsequent pregnancy appears to be answered in the negative by Goodwin and Farber (1948) as a result of their study of 596 pregnancies in untreated mothers: 549 (92 per cent.) of the children were born alive, and of more than 70 per cent. of these who were followed for upwards of one year not one was found to be syphilitic. Of the forty-eight infants stillborn or miscarried, twenty were examined at necropsy and there was no sign of syphilis to be seen in any of them. They conclude therefore " that it is safe to withhold treatment of a syphilitic expectant mother, regardless of (a) I would suggest that penicillin-treated patients to be followed up should include the following categories: (1) patients with primary or secondary acquired syphilis; (2) patients with acquired cardiovascular and neurosyphilis; (3) congenitally syphilitic infants who started treatment at under six months of age; (4) congenitally syphilitic infants who started treatment at over six months; (5) children with congenital neurosyphilis; (6) the clinical and -serological follow-up for as long as possible of children born after the mothers' antenatal treatment with penicillin alone.
At the conclusion of the address, various aspects of congenital syphilis were exemplified by a series of lantern slides which I had prepared over a number of years during my directorship of the clinic at the Hospital for. Sick Children, Great Ormond Street. Dr. Wilfrid' Sheldon, physician to and curator of the museum at the hospital, kindly permitted the loan of several interesting pathological specimens of syphilitic bones and organs, 'including gummata of the lung and syphilitic ulceration of' the intestine, from the hospital's museum. I am much indebted to him and also to Mr. Derek Martin, the assistant curator, who Nvas responsible for the beautiful mounting of the specimens exhibited.
DISCUSSION ON CONGENITAL SYPHILIS
DR. MARY SHAW said she had been taught that in these cases a routine x-ray picture of the lower end of the femur should be taken, but Dr. Nabarro apparently found the tibia more frequently involved; perhaps it would be better to radiograph the tibia than the femur.
DR. FORGAN said that between the two wars the incidence of positive serological reactions in expectant mothers became so low that the London County Council for a time abandoned routine Wassermann examinations at antenatal clinics. The fact that penicillin was so effective in the treatment of syphilis in pregnant women ought to mean a further reduction in the number of cases of congenital syphilis: but it was to be hoped that there would, in future, be no relaxation of routine blood examinations in pregnancy.
DR. HAMILTON WILKIE (the President)fthought it would be interesting to have Dr. Nabarro's opinion on the case in which a child was suspected of congenital syphilis but the mother had a negative Wassermann. There might be evidence later that she also had syphilis. It was not uncommon for the diagnosis in children with congenital syphilis to be missed because the mother had not a positive Wassermann reaction. DR. R. R. WILLcox also drew attention to the not uncommon_ perplexing finding of the sero-negative mother of the child with congenital syphilis. Only recently he had been consulted by an anxious mother because her husband had died of aortitis. Over a period. of three months he tested her blood on three occasions, each time with negative results, and chest radiograph and cerebrospinal fluid examinations were also negative. He did not treat her, but kept her under observation. He was distressed some weeks later to find that her twenty-year-old daughter was receiving treatment for an undoubted congenital infection. The mother was suffering from " burnt-out" syphilis.
DR. S. M. LAoRD thought Dr. Nabarro's opening remarks regarding incidence were of great interest. While no doubt the recorded incidence of congenital syphilis in this country had fallen, this should not encourage complacency. The rate of fall had been considerably less than in other countries. He remembered being in Stockholm in 1939 and being taken to see the Welander Home, which had been established for the institutional care of congenital syphilitic children. His host apologized for the fact that he could not show him any cases, and added that congenital syphilis had become almost negligible in Sweden.
From his own experience in this country Dr. Laird felt certain that congenital syphilis was seen in rural communities much more than in big cities. He referred not to congenital syphilis in infancy, but to the late manifestations of congenital syphilis. Suffolk, where he practised now, provided material for those interested in congenital syphilis. There they saw cases some of which were obvious clinically and which had been referred from other departments because of nerve deafness, keratitis, etc.; but many cases came to him as a result of antenatal blood-testing or the testing of potential blood donors, and a number of these had a positive blood test and were examples not of acquired but of congenital syphilis. Some of these people in their thirties or forties had stigmata of congenital infection.
On that point there was a warning which he would like to utter. They had heard Dr. Nabarro frequently, and he lost no opportunity of pressing his plea for antenatal blood-testing. But that was not the whole difficulty. In his area until June 1947 the antenatal service took blood for Wassermann and Kahn tests, and the blood went to a laboratory which was doing all the venereal disease serology for that area. In the middle of June 1947 the blood transfusion service took over and insisted that in pregnant mothers the Rh factor must be estimated and that a routine Kahn should also be done. This was awkward because the antenatal services said, " We cannot very well take two specimens of blood" ; and so the previous laboratory ceased to function, and the routine antenatal blood specimens now went to a laboratory which estimated the Rh factor
